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a^Kr ^K^^i ^jp-^-g. ^ 
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{TAMSULOSIN HYDROCHLORIDE COMPOSITION FOR ORAL ADMINISTRATION AND CONTROLLED- 
RELEASE GRANULE FORMULATION THEREOF} 

^ ^#)3 -§-#^1^ ^l^M^, 

<2> £ 2a ^ 2b^r ^ 7}^7d°\]*\ 10<£ ^ szj-SSli- «fl3 ^ ^ 

o> £ 3a ^ 3b^r ^ TtJ-^ofl n}^ ^^a] ^A>^ ^yj-^ ^ ^ w 

[*^3 -SMI* -Ml 

[*^3 

[TfrTgol 7l^c> ^ n *d>3 ^Bfl7]^] 

^ 3^ ^ofl ^ ^ojrf. 

<5> *tHr^ ^^(Tamsulosin hydrochloride)^- a -o>:= 3jivflE-| 
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(adrenoceptor)!- £.3, ^^i]§H tflJfa^A^H ^1^^ 2|--§-§>^- 

*\, #S^>J1 ^ ^^8: <>1£H^ Jd^ HF^Ef 7B^A]7l 

^. ^ «ltfl^ ^Aj-^ 7fl^Al^rfjl £UL^, ^M"^ S^7> *fl-*- 

#7]^ ^4- 9 xflx] 13Al^>o)ji <#Aj;£^tfjtfl ^}sS{ 14 iflx] 15 

Am 7j ^Ojc]-. ^SAl ^Aj-cgo. 12Am 24Am 

*1*!H3 *M1^ ^Jl^r ^ 6Al?> A^^sl-A]^ A| 

U"#=]^r ^JjL 24^1^- ^o> ^=#^1 ^-JE7f ^-B] -B-X]^ ^ ^Uf. 

«-fl^ ^^Aj ^SAi, ^ 230 t^H ^7} 
JH #^ 2^ ^ A^^ ^rf. ^o\] ^o] 7 ) ^ # ^o) Ofu)^ 

A^J-J^Rr tflefl o^o] ^ ^ JlBj^flo]:^ fh}. 

tr^, *|«cH3 *f| 7)1 « ^Wl ^f-^Kr ^4- ^*H^1 91*} £E^r 
^lAH ^Sfl ^^M-^ 7pfllfl JEE^r 7pfl?> #o] 7 ) ^*fl*|£r 4^ ^ ^ 

7> A>-§-^ol $-r}-. <^tfl, ^ jf.^ ^ ^180341AS^1^ T^-g-^ A^Aj 

^ ^ zl ^is wl-§-^l 9X°]*} rLCfx] n>^^xl S.^ ^ O] Olcf. 

o]e^ ^-g. ^4^>7l ^ ^ ^ ^-al ^11993-0007245^^1 

^^^H ^^^7)1 is}51, o^o} 7j- £ ^- ^Aj-A]7l7l ^iSfl 

7m ^ 71^4 ^ ^ ^Aj 50 ^ 
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^^-g- ^S^^rf. 
^s}-7> 7>^^}rfjl 7]^Z\o] SX^, m\] 0.2 1.0 mm^ <^7> 37]^. t)]^ 

^^>7]^ iE"^, ^"71 7j\z\)^ -g-#A]^ JH^SO]] tcj-^- tgsj. A| 

*fl*fl Sl*Kl H.7]] Pl^lx] ^ ^AlE)c>| 0^0.14, °1 

^H-^t -§-#<^ P H7> i.2 <y ^^01530*1 ^ ^-g-^ % 

^^-^1 -fKE^ ^JAS Ji^lrq-. ^*|) ^--g-^ #^0] Q 
*rfe pH 6.8^ ^l^^H^r x}s. ^} ^Efl^j. Pl^l-xls w 0 >#^ 

^-71 ^1^11^ ^7)1 ^^-^^ pH-2] igs> ^#^) ^7fl ^Jfofl tt|-e)- 

°hi #^7>#^ m.^^ aq.^^. ^]7> ofia ^^^i tfl^ 

m-b)-^ ^ sa^ 4^ ^7)1^1-7] ^-a- <a^*> ^ 
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<12> ^^o] -f^ul, £fc#o] yj-^^i£ 7 ]. <^^^, <a^*V 

^ §1 1= -If-A] ESI ^1 H iE^Kr ^r^l <g^£| ^^M-g- 2:-^ 

<i4> 5&*h t^ S aj <*a><* ; #^y]^o]-4B|lolH ^ ^r-g-^ -sl^Al 

<15> 01-S-]- ^ ^l-grl 

<16> ^o]] ^ ^^.A] <*A><^ ^J=o|.g. S^l-^r 

^» €^ °lt ^ll^Sl- §>7] ^*1W c*^ 7H ^ t§^ 

^HH 4 s ^ WAS ^-§-7>W ^7> 
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<18> (1) 

<19> £ ^<H] 4^ 2-8 # ^ ^ iH^^l ^S.# <£#<£ 
^ *§<3-l ^BflS ^fl^>7l ttfi^l ^-§-^£7} ^ ^^14. <£#<§£: 

^ -8*1 31^1 tifl^l-oi)^ i<§3 iS| 0.2 0.8 mg^- 30^- 

4-§-^>^ -B-^ 3? -§-^°l ^*fW 91^, f^§^t^5] *fl-f 

<20> (2) ^wl^MNHH 

^ ^ % v ^^^m ^4 ^ <r^H ^MM 71^ *8#-Sfr 

*M ^ SEfe- ^-g-^ #BflS A}-g-f- ^ ^Cf. ZI ^ ^ JZ.^6fl 
<23> 1) ^-^T 
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Bflo]H^- Ssl^m^*^^ 8:2(w/w)^ ^r^S^r afl^-Sl 

<^<§KKollidon SR: ^-^S^ )(BASF)*1 

<25> 2) 

<26> #^til^O>^BflolH^ tq-S. 3*^ ^jif- ^ S|^^ ^-g^ ^"Efl^ ^ 

(Kollicoat SR30D: )(BASF)7> & o.^ , o] *fl#£: Jl^^r* 30% ^-R-§>31 

<27> 6 1^^3£, 1-51 til ^^Hl^l^lH* 30% <>1# 

<28> ^ 14^, l^l^Mfl^MH SL^r ^lt 

1000 ^^^MItt 40 600 f^Jf , tW^-SMI*? 50 300 

<29> (3) ^-g-^ -Srl^AlHS.^^^^*^^ 
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7 ] 6\^t\-. vc\-z\-X\, 10,000 cps <>1#, u>^^>7fl^ 15,000 xfl^l 100,000 cps ^ 

*\, =L aflSfe- ^SS^(METOLOSE) 60SH, 65SH, 90SH (Shin-Etsu-4) 

5ft4. 

f^Jfefl tflsfl o.l 500 , w>^§V7fl^ 1 ifl*| 100 f^f, n|^r *W 

3*»ll^r 2 vfl^l 50 A]~g-€ ^ 

(4) sj-U ^ 

-g- ^ ^S.AJ XI ^1^71 ^*fl 4^ 

^# -fh*H*)# ^ flfe PHl^>g^ ^-71^ 

^M, ^l^L^fl SKH^^Ir (dibasic calcium phosphate), Sl-SK^^b^ 0 ! 
(dibasic calcium phosphate dihydrate), XlS 1 ?^^^ (tribasic calcium 
phosphate) ^1 A>^-m ^ Hf^H ^-^(A-TabC^^S^), Rhodia 

2000 ^W-, 10 ifl^l 1000 ^IHM °^S, Aj-g-^ ^ 

(5) 
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TgT$d\] tcHg- ^-^Al ^A>«o) 2:^^ ^ fg^ 5 ^ 

^NMH, ^HlBflolH ^(shellac), ^a^MAM 

^ ^6)] tcj-s}-, irl^^^r ^S^l 1 f^^l tfl*|| 0.2 100 

(6) *)-g-7>^^r |7}^ll 

«11 tflSfl 0.1 500 , tiV^^Tfl^- 1 i« 200 ^g^f, ^ w>^-a)^-7fl 
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^2^1 50 <£o_5. A>-g-^ ^ sat*. 

^i^. °H, «1 ^ d Hl^l°lH# a>-§-§>^ ^-t- 0 ^ ^ ^ 

* ^7>^M ^ *\-^Sr t*3t4. SE^b, 3t]4^ 3Zj-^ t^, 

^f-afl 0.2 0.8 mg^. 

<46> ^ *1 ^1 



t^S.>i! <g4l<g 0.2 ^eJtil^^Hl^clH^ #5}i2J= SR30D 

(Kollicoat SR30D , BASFA» 21.0 §]^a]H5-€^€€»S^(MET0L0SE 
90SH) 5.5 ^ 4^ ^ #€5^1 €«5L^ 123.5 



<47> 



<48> 



^^H1 1 
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3L4=. 1#jL, *>^§^ 7>tt 10 ^fl*l 15^- ^ *^"«H &q & 

3.7l7> 0.8 mm<?l *)]*<h8: ^« W^7H ^ ^, 
^?^s|-7l(spheronizer)» <>l-8-SH ^-^^ ^S^-^^. 

^ S-^S-^i Sl-SH^^ 133.5 ^IHH* A>-g-tt ^ ^l^q^-Ji^- 
^Ai<m m iHrS^l *i«oM3 

^^Hl 3 

3^ ^ #€^1 ^^K^^ 0 ^^ 95.5 ^V-g-^r XI 

^A]6j| 14 ^ifi- *11H3 *fl ^> 5W. 

^*1<4I 4 

^ ^ 128.5 A>-§-1& *\]2)*}JL±r <£X\ 

6fl ^<a«V ^3.41 ^IS^rf. 

^^Hl 5 

3}-^ ^ ^S^-^i 60 ^ ^H^^ -1*^-^^ 68.5 ^ 

^^f# A}-^ Xll^l^Jl^ lulj- ^-<|3# ^ 

^^Hl 6 

§1j=s.a1hS^€€«S^^*| Tjfls-s.^ 90SH tflAl^l *H*3.i 60SH 3.8 
^*§=Jf» AV-g-^b 3}* ^*K2fe -g*H 1^1- #<atb ^^.s <**Jr<*^ 
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^1^1 7 

tfll-S.^ 90SH tfl^Hl 65SH 4.5 

^^-mr ^-S-tb ^l^-a-VJife ^Hl l^}- ^-^fb <^<£^ 

-3*1*11 8 

§^til^o>^l^olHa>| SR30D tflAi^l -i-iqs.(Kollidon) SR 70.0 

^ -^JEI^AIHS^I^^S^^S^I 90SH ^S.^ 60SH 

34.5 Af-g-^ isf ^AS 1H^^ 

^.^Hl 9 

^•slwl^^Hl^^HSAl f5]aB SR30D tflAlo)] #e|s.(Kollidon) SR 78.0 

^ ^ ^ #€5L^ nl^m^^ 55.5 *}-g-^ ^ 

^l-S^KH^f- 13)- ti o^*S <^<^ 

^^>^ 

10 

^>7l ^2:^ ^S-^ S}^ 150.0 ^^^] tfl 

§11 #e]til^6HlEflol S ^.A) SR30D 9.7 (JlW t*8= 2.9 f^f), 
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l-t^l^M^- (PVP, 7}£l*\)) 0.56 ^ (Propylene 

glycol, 7hM|) 0.43 ^ ^K 1 18.0 ^^3. ^€ °l-§-«H 

<g^. (DALTON)*}^ NQ-160 -fi-^ i*1|J=(bed) ^rlr ^-(bottom spray)§> 

53 r}-. o]^^ 36 39 °C, ^r£^ 26 28 °C , ^^-^ ^ 

o.7 0.8 v&/&, ^7} ^-(spraying air)^r 45 55 psi«?l 

<69> ii 

<70> oll^^l:S^(IPIA» 3.4 ^ 

S^(Shin-Etsu^) 7.6 ^Jf» a}-^ ^ ^l^V^ lO^ 

<7i> ^^1^1 12 

<72> ^Bfl^(Eudragit) L30D-55 (^-^S^ , Roehm^» 12.0 ^ 

JfCa^ 3.6 #^)# AV-g-*>ji 7\±.A]S. Hsl^Hl^l 0.54 ^ ^fl- 

=r 21.8 A>^-tb 3^ alWMlfe- ^*H] lO^f ^^^r ^ 

<73> ^Alo^l 13 

<74 > 5£)^-#^^i §1 ^^-X| 5.^^ *(| € ItS^ S^HBCShin-Etsu*}) 4.0 W 
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<75> 



3q^-#^s^i ^ ^ B|-3.ii 5il om-(2-cHim <*>*1 i^l ^1 ^a.^sil^H-^ 

^^Bl-a^5l]c>lH ^^1^1 E-IOOC^^-S^ , Roehm^V) 9.0 



<78> <#7] io o]]^ ^H^L^l ^ ^ 44*11 153.9 ^ 

Jfofl tflsf) -fi-J=Bfl3l L30D-55 12.0 (aL^ ^ 3.6 ^^f), H^^IU 

(7>^1) 0.54 ^ 21.8 f^fiS- °1^H ^Hl 

104 SS^HM 4^ 5r|-4^# ^^tq-. 

<79> <a*i-<a 4^ a&gfcis ^ ^ 

<so> -^Hl 16 

<8i> #7) ^^Hl 13 <M ^1S€ IH^-^I 4^ ^^l 158.14 & 

^ , ^a. 0.5 ^ 0.5 |7}§}<^ ^ 

<82> ^^Hl 17 

<83> #71 -£aH 15 ^12:^ IH^^I Sl^HI =f-f3 158.14 ^ 

^jfcfl 0.5 ^ ^ll 6 }^ *W1# 0.5 ^7>^H ^ 

9^d\] iH^S-^l ^-if^Rr 3^ ^12: 



<77> 



^aHI 15 
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<84> Al^e^l l: 

<85> Al^^l^S^ #71 -gAH 17^1^ *HM3 ^ 

^ ^ rfl^l^lS.^ >fl^^^>^ ^^gKHarnal , ^-^S.^ ) ^ ^#^r 

^ bJ-^aI rtxio* 0.2 rag ^1 tfltt =t^>5^K °H, -§-#-§-^* 

<5fl°.S. v\^6\ Q^is}^. 
<86> -8-#^l^#^|: 

<87> -g-^6B : i) oi^f. ^ofl 5 0 o m £ ( P H 1.2) + B.€(Tween) 80 -§-^ 1 mt 

<88> 2) Sl-Sr^ ^r#^ 500 mi (pH 7.2) 

<89> -§-#°-^ -€r£: 37 ± 0.5 °C 

<90> Jffl^^S.: 100 rpm 

<9 i> Afls. ^ ^ ig-ig: Al^ 7 1]X|^ 2*1*!:, 3*m ^ 5*1 # p>t} *fi^ -g- 

10 m£» *fl^$m. *H3« -8-*H*r ^ ^^(^^1^ 

#^ ^HlsqH€(7:3)^| ^^^l -§-^!) 2.0 mi, M-^l 

*B3* -g-^H^r 0.5N 1.0 mi ^ <=>H*1 ^ 2.0 m£« 7>-?b 

4*, 0.5 im *1*>^ ^J±3l«£ ^^>^tq-. o^tf^ ^^(l 3.SP>£HBflsl 

SiS-^(Cosmosil) (0DS) (4.6 x 150 mm, 5 /mi) C u , ^ 40 °C, <>1^ 

#: ^^^^(^xv^h^S. pH 2. OilS S^):^>H1£^H€(7:3))« *} 
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<92> 



<93> 



<94> 



<95> 



<96> 



-g-§V^ 1.0 nl/^Q 500 ^ 225 nm sHSHM UV %%7]sL 
Al^ofl 2: 

Al^^l^lS.^ -*7l ^Hl 17<M ^<r3/*l ^ ^ 4^ 33 

^ tfla^l^lS.^ *>^(Harnal, AA 12?VA 

HDPE^^] ^o] ^-jr *k ^ 60°C4 71-^2:^611 3=^ 40 °C ^ 75% 
^tfl^5L4 7^2-^6)1 i.^>^4. 

[5. 1] 





o <a 


10°J 


30<a 




100 ±1.75% 


S8.7±1.36ft 


93.5±3.89% 




100 ±3. 43% 


9R.6±0.0% 


91.0±3.34% 



<97> 



<98> 



£E^, £ 2a ^ 2b ^ 7}^^}*] 10^ *fl^ tflS*H*l| ^ £ 

zl 44, ^ ^6)1 ^5L^1 iL4 2?H4s tfl 
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pft7HS ^^^(JL 1), 2,7] Q 7^ -a-^tt M-Bl"^^^ 
(S. 2b). 

<99> Altaofl 3: X[g 

<ioo> <#7] 15*\}*\ ^s^l ^j-^ 3zj-^ 

^ tfl^flTflSAl ^^a}^ ^^(Harnal , ^#3.) ^r^H 
xfljjLo)] ^fls}^ oi}-^^ ^t|IE« ^^>7l a 

<ioi> ^«§S. ^*l^(Nikkon SMZ800)^-S. ^-tfl ^€ 

-fr ZLS|, H ^^^^-S^-B] 3)-^ 71 Bl7> 7R> ^7^ 

« AS. ^>31 7># 7>77>^ 7^» B5. b« AS M-^r^ 1^ 7>77>-i;^S. 

7}77}^r ^AS ^-&>J17> ^r^-. 

<102> % 107fl^l ^8*H ^ ^ 7l^>31 ^-g- £ 7|)# 



[a 2] 









3*«3 


J*«4 


3*«5 


^6 


*M97 


-*^8 




s}-^ 10 








0.96 


0.93 


0.89 


0.89 


0.91 


0.86 


0.87 


0.83 


0.88 


0.83 


0.89 


0.04 




0.80 


0,80 


0.88 


0.92 


0,65 


0.81 


0.78 


0,88 


0.80 


0,63 


0.79 


0.10 



<104> #7] 3L 2*\] *\]*\& 7l^S t^Sr <&X\ & 95% 4J3l^?HM 

-fH^ *M(t=2.804, p>0.05)7> M-b)-^. s j ^ tcHE- 5zJ-^ ^Tfl^ 
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^■fb 3.71 ^ ^£3b ^Ughfc 

^#^1 <£^°1 -f^K^, -§-#-1-5. -f^tt M-^-^fl 
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131 t 1 * 1] 

5E^Kr <*#<^ ^^^-g- 

l^^§- 2] 

3] 

^3/& <£#<3 1 f^^l Se)Wl^oHlB|lolH» 20 1000 ^JfS. 5. 

13 t 1 * 4] 

^-g-^ = 4^X| S^l *11 €»^-SL^7> 10,000 100,000 cps £| ^fe 

[^t^ 5] 
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7] 

^ #^o] sVg.^.^, ^Hl^^^ ^S.SL^, <y^K~^#(dibasic 

calcium phosphate), ^^^h^l^rSl-lrC dibasic calcium phosphate 
dihydrate), ^lS^t^wCtribasic calcium phosphate) ^ ^#3. 

^3.41 1 ^ ^ 1 2000 ^^HfS. g.^} 
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l^tt 10] 

X\ C*X\.Cd A]*^ aZf^. 

[3^8- 11] 

1^3.4! 1 f^^l te*fl 0.2 tfl^] 100 SL^*Hr 
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[£. 3al 



CS. 3bl 
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